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METHODS

To document the impact of a TV advertising campaign on safe use of BHC-
containing gynaecological preparations in Italy. 

RESULTS

COMMENTS

INTRODUCTION

Benzydamine hydrochloride (BHC) (CAS nr 132-69-4) (Figure 1) is a local anti-
inflammatory and analgesic active ingredient. Since mid 1960 preparations 
containing BHC have been marketed worldwide for symptomatic treatment of 
oro-pharyngeal and gynaecological conditions [1]. BHC toxic exposures have 
been mainly associated to oral assumption of vaginal preparations caused by 
confusion about the correct administration route and by their being mistaken for 
oral antiseptic preparations [2]. A few reports on abuse have been also reported 
[3].

In Italy, between 1977 and 2009, BHC containing vaginal preparations had been 
classified as pharmacy-supervised drugs (sold under the supervision of a 
pharmacy). In mid 2009, these preparations were switched to the category over-
the-counter (OTC), allowing for direct to consumer advertising (DTCA) . 

Between December 20, 2009 and January 2, 2010, the producer launched a first 
intensive TV advertising campaign, followed by a second one, launched from 
January 17 to 23. Immediately after the first campaign, the national Poison 
Control Centre of Milan (PCCM) observed a sharp increase in the number of 
consultations referred to cases of unintentional oral ingestion of BHC containing 
gynaecological preparations [4]. Taking into account this observation, the Italian 
Ministry of Health required a revision of the TV spot in order to improve the 
information concerning the topical use of the preparations. A new campaign was 
launched between February 21 and 27, 2010, and in this case the spot included 
a statement on the topical use of the medicine. TV advertising was voluntary 
stopped by the producer since December 2010. 

AIM OF THE STUDY

An interrupted time series design with data routinely collected by the National 
Poison Control Centre of Milan. Analysis of 187 cases of hazardous exposure to 
BHC-containing vaginal preparation occurred from January 2005 to December 
2010 (providing five years data for the pre-advertising period, two and a half 
months data for the advertising period, and ten months data for the post-
advertising period) using observed/expected ratios and comparing 
characteristics of cases in the different periods by means of Pearson’s χ2 test. 

Altogether, 216 cases exposed to BHC containing vaginal preparations were 
identified. Among them, 87 occurred in the five year pre-advertising period, 67 
and 61 in the advertising and post-advertising periods, respectively. In the pre-
advertising period, the total number of exposures were between 0 and 4 
cases/month. A sharp increase in the absolute number of cases was observed 
immediately after the launch of the first advertising campaign (Figure 2), with 20 
cases occurred between December 20-31, 2009, and 31 cases in January 
2010. In February, 12 cases were observed, 7 of which occurred during the last 
TV advertising campaign (February 21-27). Twelve cases were also identified in 
March, 4 of which occurred within the first 6 days of the month, also included in 
the advertising period. In the following months, the number of cases ranged 
between 3 and 11. In the pre-advertising period, 67 cases occurred in women, 
accounting for 0.04 cases/day, 95% confidence intervals 0.03 to 0.05, and 20 
cases occurred in men (0.01 cases/day, 0.01 to 0.02). According to those rates, 
in the advertising period about three women and one man were expected, while 
the observed cases were 64 (O/E 22.9, 17.6 to 29.2) and three (O/E 3.7, 0.8 to 
11.0), respectively. In the post-advertising period the expected cases were 
about 11 in women and 3 in men. The observed cases were still significantly 
higher than expected in women (n=56, O/E  5.1, 3.8 to 6.6), but close to the 
expected number in men (n=5, O/E  1.5, 0.5 to 3.5) (Table 1). 

The distribution of cases by gender and exposure period showed an increased 
percentage of women in the advertising and post-advertising period (92%, 
respectively) in comparison to those reported in the pre-advertising one (72%, 
Pearson’s χ2 = 6.29, P=0.043). Focusing the attention on women, in the 
advertising period, the proportion of cases treated at hospital (52%) was slightly 
higher in comparison to those reported in the pre-advertising (42%) and post-
advertising period (43%). However, these differences were not statistically
significant. Cases occurred in the pre-advertising and advertising periods
showed statistically significant different distributions by class of age (Pearson’s 
χ2 = 22.10, P=0.001), reason for exposure (Pearson’s χ2 = 69.70, P<0.000), 
and severity of outcomes (Pearson’s χ2 = 11.50, P=0.003). In particular, the 
advertising period was characterized by a predominance of subjects aged 20-49 
years (77% v 46%), therapeutic errors due to incorrect route of assumption 
(81% v 16%), subjects with BHC related outcomes (56% v 27%) in comparison 
to the pre-advertising one. In the post-advertising period, the distribution of 
cases by age was comparable to that reported in the pre-advertising period, 
while statistically significant differences were still reported for distribution of 
cases by reason for exposure (Pearson’s χ2 = 20.76, P<0.000), and severity of 
outcomes (Pearson’s χ2 = 10.61, P=0.005). Altogether, 88 cases suffered BHC 
related clinical effects. Among them, severity of outcomes was low in 77 cases 
(87%) and moderate in 11 (13%). No cases reported outcomes of high or fatal 
severity. All cases of moderate severity were women. One of these cases was 
exposed in the pre-advertising period, 4 and 5 in the advertising and post-
advertising periods, respectively. All cases of moderate severity were due to 
therapeutic errors. More specifically, the exposure was caused by incorrect 
administration route in 7 cases and by confusion with other medicine in 3. The 
outcomes most frequently associated to BHC exposure included: vertigo (n=26), 
nausea/vomiting (n=19), oral-pharyngeal irritation (n=19), heartburn (n=25), 
hallucinations (n=7), headache (n=6), abdominal pain (n=5), and diarrhoea 
(n=4) (Table 2). 

 

 

 Women Men 

Period 
 

Mean 
cases/day 95%CI Obs. Exp. O/E 95%CI 

mean 
cases/day 95%CI Obs. Exp. O/E 95%CI 

Pre-advertising 
Jan.1,2005-Dec.19,2009 0.04 0.03-0.05 67 - - - 0.01 0.01-0.02 20 - - - 

Advertising 
Dec.20,2009-Mar.6,2010 0.83 0.62-0.91 64 2.8 21.8 16.7-24.8 0.04 0.01-0.11 3 0.8 3.7 0.8-11.0 

Post-advertising 
Mar.7-Dec.31,2010 0.19 0.14-0.24 56 11.1 5.1 3.8-6.6 0.02 0.01-0.04 5 3.3 1.5 0.5-3.5 

 
* Comparing with the pre-advertising period by using Pearsons’ χ2 test or Fisher’s exact test; *Including cases who exchanged BHC solution for drinking water or 
other beverages. 

 

 Period 
 Pre-advertising Advertising Post-advertising 
 (67 cases) (64 cases) (56 cases) 
  n. % n. % P* n. % P* 
Site of call for assistance         0.294     0.932 
 Hospital 28  41.8  33  51.6    24  42.9   
 Private residence 24  35.8  15  23.4    21  37.5   
 Other 15  22.4  16  25.0    11  19.6   
Age (years)         0.003     0.777 
< 5 6  8.9  0  0.0    3  5.4   
5 – 19 14  20.9  4  6.2    9  16.1   
20 – 34 21  31.3  33  51.6    20  35.7   
35 – 49 10  14.9  16  25.0    12  21.4   
50 +   14  20.9  10  15.6    9  16.1   
Unknown 2  3.0  1  1.6    3  5.4   
Reason for exposure         <0.001     <0.001 
Unintentional-General 21  31.3  4  6.2    8  14.3   
Unintentional-therapeutic error                

medicine exchange 35  52.2  8  12.5    17  30.4   
incorrect route 11  16.4  52  81.2    31  55.4   

Preparation                
500 mg granular form 65  97.0  60  93.8    47  83.9   
Others 1  2.3  3  4.7    9  16.1   
Unknown 1  1.1  1  1.6    0  0.0   
Severity of outcomes          0.001     0.005 
None 49  73.1  28  43.7    27  48.2   
Minor  17  25.4  31  48.4    22  39.3   
Moderate 1  1.5  4  6.2    7  12.5   
Signs/symptoms                
Vertigo 6  8.9  12  18.7    8  14.3   
Oropharyngeal irritation 7  10.4  11  17.2    1  1.8   
Heartburn 3  4.5  9  14.1    13  23.2   
Vomiting 5  7.5  5  7.8    9  16.1   
Nausea 3  4.5  7  10.9    4  7.1   
Pharyngeal pain 2  3.0  4  6.2    0  0.0   
Hallucinations 1  1.5  3  4.7    3  5.4   
Headache 0  0.0  4  6.2    2  3.6   
Other 6  8.9  9  13.4    12  21.4   

TV advertising of benzydamine-containing vaginal preparations was associated in Italy to a dramatic increase in the occurrence of unintentional oral exposure to these 
drugs. In particular, the available data showed a short- and long-term misleading effect of the TV message on the correct administration route. 
The results provide an example of how TV advertising can negatively affect safe use of non-prescription drugs, highlighting the need of monitoring reports on therapeutic 
errors and adverse effects before, during, and after direct to consumer promotion of specific preparations. A particularly relevant contribution to this type of activity can 
be provided by national PCCs.
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